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10 

ENDOTHELIN RECEPTOR ANTAGONISTS 
Field of f.hf^ Tnvr^n1-i'r>n 

15 The present invention relates to novel indole 

derivatives, pharmaceutical compositions containing these 
compounds and their use as endothelin receptor 
antagonists. 

20 BACKGRQTTND 

Endothelin (ET) is a highly potent 
vasoconstrictor peptide synthesized and released by the 
vascular endothelium • Endothelin exists as three 
isoforms/ ET-1, ET-2 and ET-3. [Unless otherwise stated 

25 "endothelin" shall mean any or all of the isoforms of 
endothelin] . Endothelin has profound effects on the 
cardiovascular system, and in particular, the coronary, 
renal and cerebral circulation. Elevated or abnormal 
release of endothelin is associated with smooth muscle 

30 contraction which is involved in the pathogenesis of 
cardiovascular, cerebrovascular, respiratory and renal 
pathophysiology. Elevated levels of endothelin have been 
reported in plasma from patients with essential 
hypertension, acute myocardial infarction, siibarachnoid 

35 hemorrhage, atherosclerosis, and patients with uraemia 
undergoing dialysis. 

IXX v^ v<^r endothelin has pronounced effects on 
blood pressure and cardiac output. An intravenous bolus 
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injection of ET (0.1 to 3 nmol/kg) in rats causes a 
transient, dose-related depressor response (lasting 0.5 
to 2 minutes) followed by a sustained, dose-dependent 
rise in arterial blood pressure which can remain elevated 
5 for 2 to 3 hours following dosing. Doses above 3 nmol/kg 
in a rat often prove fatal. 

Endothelin appears to produce a preferential 
effect in the renal vascular bed. It produces a marked, 
long-lasting decrease in renal blood flow, accompanied by 

10 a significant decrease in GFR, urine volume, urinary 
sodium and potassium excretion. Endothelin produces a 
sustained antinatriuretic effect, despite significant 
elevations in atrial natriuretic peptide. Endothelin 
also stimulates plasma renin activity. These findings 

15 suggest that ET is involved in the regulation of renal 
function and is involved in a variety of renal disorders 
including acute renal failure, cyclosporine 
nephrotoxicity and chronic renal failure. 

Studies have shown that in vivo , the cerebral 

20 vasculature is highly sensitive to both the vasodilator 
and vasoconstrictor effects of endothelin. Therefore, ET 
may be an important mediator of cerebral vasospasm, a 
frequent and often fatal consequence of subarachnoid 
hemorrhage • 

25 ET also exhibits direct central nervous system 

effects such as severe apnea and ischemic lesions which 
suggests that ET may contribute to the development of 
cerebral infarcts and neuronal death. 

ET has also been implicated in myocardial 

30 ischemia (Nichols et al. Br. J, Pharm. 99: 597-601, 1989 
and Clozel and Clozel, circ. Rf>fi ^, 65: 1193-1200, 1989) 
coronary vasospasm (Fukuda et al., Eur. J. Pharm^ 165: 
301-304, 1989 and Luscher, Cirr;. 83: 701, 1991) heart 
failure, proliferation of vascular smooth muscle cells, 

35 (Takagi, Biorhgrn & Biophys. Res. Cnmrnun . : 168: 537-543, 
1990, Bobek et al./ Am. J. PhyglQl. 258 : 408-C415, 1990) 
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and atherosclerosis, (Nakaki et al. , Biorh^m. & Binnhyg. 
Res. Commun, 158: 880-881^ 1989, and Lerman et al. . New 
Eng, J. Qf Med. 325: 997-1001, 1991) • Increased levels of 
endothelln have been shown after coronary balloon 
5 angioplasty (Kadel et al.^ No* 2491 Cirr, 82: 627, 1990). 

Further, endothelin has been found to be a 
potent constrictor of isolated mammalian airway tissue 
including human bronchus (Uchida et al- , Eur J. of Pharm. 
154: 227-228 1988, LaGente, Clin. Kvp, All^r-gy 90. 343- 
10 * 348, 1990; and Springall ^1- a i 1 , Lancet, 337: 697-701, 
1991) . 

Endothelin has been associated with the 
induction of haemorrhagic and necrotic damage in the 
gastric mucosa (Whittle et al,/ Br, J. Pharm. 95: 1011- 

15 1013, 1988); Raynaud's phenomenon, Cinniniello f>t al. p 
Lancet 337: 114-115, 1991); Migraine (Edmeads, Headache, 
Feb. 1991 p 127); Sepsis (Weitzberg £lL-ai^, Cim, .qhonk 
33: 222-227, 1991; Pittet eti al., Ann. Surg. 213: 262- 
264, 1991), Cyclosporin- induced renal failure or 

20 hypertension rEnr. .t. PhaT-manoi ^ 180: 191-192, 1990, 

Kidney Intr 37: 1487-1491, 1990) and endot&xin shock and 
other endotoxin induced diseases (Biogh^m. Biophyg. p^.q. 
CQminun,r I6I: 1220-1227, 1989, Acta Phyfilol. Rn;.nrt, 137: 
317-318, 1989) . 

25 Thus, endothelin receptor antagonists would 

offer a unique approach toward the pharmacotherapy of 
hypertension, renal failure, cerebrovascular disease, 
myocardial ischemia, angina, heart failure, asthma, 
atherosclerosis, Raynaud's phenomenon, ulcers, sepsis, 

30 migraine, glaucoma, endotoxin shock, endotoxin induced 
multiple organ failure or disseminated intravascular 
coagulation, cyclosporin-induced renal failure and as an 
adjunct in angioplasty and prevention of restenosis. 
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SUMMARY OF THF. TNVEKTTTQN 

This invention comprises indole derivatives 
represented by Formula (I) and pharmaceutical 
5 compositions containing these compounds, and their use as 
endothelin receptor antagonists which are useful in the 
treatment of a variety of cardiovascular and renal 
diseases including but not limited to: hypertension, 
acute and chronic renal failure, cyclosporine induced 

10 nephrotoxicity, stroke, cerebrovascular vasospasm, 
myocardial ischemia, angina, heart failure and 
atherosclerosis . 

This invention further constitutes a method for 
antagonizing endothelin receptors In an animal, including 

15 humans, which comprises administering to an animal in 

need thereof an effective amount of a compound of Foinnula 
(I) . 



20 



PRTftlLED DESCRIPTION OF THK TNYRNTIQN 

The compounds of this invention are represented 
by structural Formula (I) : 




25 (I) 
wherein : 



Rl is -X(CH2)nAr or -X(CH2)nR8 or 
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R2 is hydrogen, Ar or (c) ; 
5 Pi is -X(CH2)nR8' 

P2 is -X{CH2)nR8' or -XR9Y; 

R3 and R5 are independently hydrogen, Rn/ OH, 
Ci^e^^^oxy^ S(0)qRii, N(R5)2/ Br, I, CI, CF3, NHCORg, 

-R11CO2R7/ -XRg-Y, XY or -X(CH2)nR8 wherein the methylene 
10 groups of -X(CH2)nR8 ^^Y t>e unsubstituted or substituted 
by one or more -(CH2)nAr groups; 

R4 is hydrogen, Ar, R^, OH, Ci-salkoxy, 
S(0)qRii,N(R6)2r -X<Rll)# Br, F, I, CI or NHCORg wherein 
the Ci_5alkoxy may be unsubstituted or substituted by OH, 
15 methoxy or halogen; 

Rg is independently hydrogen or Ci_4alkyl; 

R7 is independently hydrogen, C^^galkyl or 

(CH2)nAr; 

RB is hydrogen, Rn, C02R7r CO2C (R7) 2O (C0)XR7, 
20 •N(R7)S02R7r P03(R7)2; SO2NR7R11, CONR7SO2R1I/ 

SO3R7SO2R7/ SO3R7, S02R7r P(0)(OR7)R7, ON, -C{0)N(R6)2r 
tetrazole or ORg; 

Rg is Ci-ioalkyl' C2-ioalkenyl or phenyl all of 
which may be unsubstituted or substituted by one or more 
25 OH, N(Rg)2r COOH, halogen or XCi-salkyl; 
RlO is R3 or R4; 

Rll is Ci-galkylr C2-8alkenyl, C2-8^1^y'^yi all 
of which may be unsxabstituted or substituted by one or 
more OH, CH2OH, N(Rg)2 or halogen; 
30 X is (CH2)n/ O, NRg or S (0) q; 

Y is CH3 or --X(CH2)nAr; 

Ar is: 
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(a) (b) 
naphthyl/ indolyl/ pyridyl, thienyl, 
oxazolidinyl, oxazolyl, thiazolyl, isothiazolyl, 
pyrazolyl, trlazolyl, tetrazolyl, imidazolyl/ 
5 Imldazolidlnyl, thlazolldinyl, Isoxazolyl, oxadlazolyl, 
thiadiazolyl , morpholinyl , piperidiny 1 , piperaz iny 1 , 
pyrrolyl, or pyrimidyl; all of which may be unsubsti- 
tuted or substituted by one or more R3 or R4 groups; 
A is C=0, or (C(R6)2)m'' 
10 B is -CH2- or -O-; 

q is zero, one or two; 
n is an integer from 0 to six; 
m is 1, 2 or 3; 
and the dotted line indicates the optional presence of a 
IS double bond; or a pharmaceutically acceptable salt 

thereof; provided that when the optional double bond is 
present there is no or R^o and further provided that X 
is not oxygen in the definition of R^. 

Also included in the invention are 
20 pharmaceutically acceptable salt complexes • 

All alkyl, alkenyl, alkynyl and alkoxy groups 
may be straight or branched. The term "halogen" is used 
to mean iodo, fluoro, chloro or bromo. Alkyl groups may 
be substituted by one or more halogens up to 
25 perhalogenation. The sxibstituents listed for R9 and Rxi 
may be monovalent or divalent depending on their position 
in order to conform with the general laws of chemistry. 

The compounds of the present invention may 
contain one or more asymmetric carbon atoms and may exist 
30 in racemic and optically active form. All of these 
compounds and diastereoisomers are contemplated to be 
within the scope of the present invention. 
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Preferred compounds are those wherein is 
X(CH2)nAr/ (Ar is (a) or (b) ) , dihydrobenzofuranyl, 
benzodioxanyl, cyclohexyl^ or Ci«4alkyl; R2 is (a), (b) , 
Ci-^alkyl, indolyl or hydrogen; R3 and R5 are 
5 independently hydrogen, OH, Ci-salkoxy, halogen, -OCi« 
4alkyl phenyl, R11CO2R7, Ci-4alkyl, N(R5)2/ NHCC0)CH3^ - 
X(CH2)nR8, -XR9 pyridyl, phenyl or S (0)pCi-5alkyl; R4 is 
hydrogen, OH, Ci-salkoxy, halogen, Ci-4alkyl, N(R6)2f 
NH(C0)CH3 or S (O) pCi_5alkyl; Pi and P2 are independently 
10 hydrogen, CO2H or tetrazole; Ar is (a), (b) , phenyl, or 
pyridyl; and X is (CH2)n or oxygen. 

More preferred are compounds wherein R3 is 
hydrogen or -X(CH2)nR8, R11CO2R7; R4 and R5 are 
independently hydrogen, OH, C^-salkoxy, SCi^salkyl, F, 
15 Br, Ci-3alkyl or NH2. 

Most preferred are compounds wherein R^ is (b) 
and R2 is (a) or (b) ; A is CH2, B is -0-; there is an 
optional double bond; R3 is hydrogen, X(CH2)qC00H or 
CH=CHC02H, R4 is hydrogen, substituted phenyl, or Ci- 
20 2alltoxy; and R5, Riq and P2 are hydrogen. 

Especially preferred are the following 

compounds : 

1- (3, 4-Methylenedioxyben2yl) -3- (4-methoxyphenyl) indole-2- 
25 carboxylic acid; 

1- (2-Chloro-4, 5-methylenedioxybenzyl) -3- (4- 
methoxyphenyl) indole-2-carboxylic acid; 

30 3- (3, 4-Methylenedioxyphenyl) -1- (4-methoxybenzyl) indole-2- 
carboxylic acid; 



3- (2-Carboxymethoxy-4-methoxyphenyl) -1- (2-chloro-4, 5- 
methylenedioxybenzyl) indole-2-carboxylic acid; 
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5-Benzyloxy-l- {2-carboxymethoxy-4-methoxybenzyl) -3- (3^ 4- 
methylenedioxyphenyl) inciole-2-carboxylic acid; 

1- (2-Carboxymethoxy-4-methoxyben2yl) -5-hydroxy-3- (3, 4- 
5 methylenedioxyphenyl) indole-2-carboxylic acid; 

1- (2-Carboxyinethoxy-4-methoxyben2yl) -3- (3, 4- 
methylenedioxyphenyl) -5- (prop-l-yloxy) lndole-2-carboxylic 
acid; 



S-Carboxymethoxy-l- (2-carboxymethoxy-4-methoxybenzyl) -3- 
(3r 4 -methylenedioxyphenyl) indole-2-carboxylic acid; 

1- (2-Carboxyinethoxy-4-methoxybenzyl) -3- (3, 4- 
15 methylenedioxyphenyl) indole-2-carboxylic acid; 

4- [1- [2-Carboxy-3- (3, 4-methylenedioxyphenyl) indolyl] ]-4- 
(4-methoxyphenyl) butyric acid. 

20 The present invention provides compounds of Formula (1) 
above. 




(1) 



25 



which can be prepared by a process which comprises: 



30 



a) for compounds in which the optional double bond is 
present and there is no Rio or Pi, reacting a compound of 
Formula (2) , 
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COjX 



(2) 



wherein X is C1-5 alkyl, with bromine in a suitable 
5 solvent such as dimethyl formamide to provide a 
brompindole of Formula (3) . 



CO2X 



10 




(3) 



Coupling of Compound (3) with a boronic acid of formula 
(4) : 



15 



.OH 



(4) 



in the presence of a palladium (0) catalyst, such as 
tetrakis (triphenylphosphine) palladium <0) , in a solvent 
such as toluene/methanol in the presence of a base such . 
20 as aqueous sodium carbonate, at approximately lOO^C/ 
provides an indole of Formula (5) • 




(5) 



25 
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Aryl boronic acids of Formula (4) may be prepared by 
transmetallatlon of aryl halldes of Formula (6) : 



Ar — ^Hal 



(6) 



5 

wherein Hal is CI, Br or I, with an alkyllithium/ such as 
n-butyl lithium in a solvent such as dry tetrahydrofuran 
at low temperature ("400-"780C) followed by quenching with 
a trialkylborate^ such as tri-isopropylborate/ then 
10 treatment with an acid such as aqueous hydrochloric. 

For compounds in which n is not alkylation of an 
indole of Formula (5) with an hallde of Formula (7) : 

15 R2-(CH2)n-Hal (7) 

in a suitable solvent such as dimethylformamide or 
hexamethylphosphoramide in the presence of a suitaible 
base such as sodium hydride affords compounds of Formula 
20 (8), n is not zero. 



25 Saponification of esters of Formula (8) with aqueous 
sodium hydroxide in a solvent such as ethanol or 
isopropanol at reflux affords compounds of Formula (9) , n 
is not zero. 




<8) 
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(9) 

Alternatively, compounds of Formula (5) may be obtained 
5 by coupling of compound of type (3) with an aryl stannane 
derivative of Formula <10) : 

Ar-SnX3 (10) 

10 in the presence of a palladium (0) catalyst such as 

tetrakis (triphenylphosphine) palladium (0) in a solvent 
such as dioxan or dimethyl formamide at approximately 
100*>C in the presence of anhydrous lithium chloride. Aryl 
stannanes of Formula (10) may be prepared by 

15 transmetallation of aryl halides of Formula (6) with an 
alkyllithium, such as n-butyllithium, in a solvent such 
as tetrahydrofuran at low temperature (~400-"780C) 
followed by quenching with a trialkylchlorostannane of 
Formula (11) . 

20 

Cl-SnX3 (11) 

b) As an alternative compounds of Formula (3) may be 
alkylated with an halide of Formula (7),n#0 in a suitable 
25 solvent such as dimethylformamide or 

hexamethylphosphoramide in the presence of a suitable 
base such as sodixim hydride to afford compounds of 
Formula (12), n is not 0. 
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(CH2)„ 



CO2X 



(12) 



10 



15 



20 



Coupling of Compound (12) with a boronic acid of formula 
(4) in -the presence of a palladium (0) catalyst, such as 
tetrakis (triphenylphosphine)palladixjm (0), in a solvent 
such as toluene /methanol in the presence of a base such 
as aqueous sodium carbonate, at approximately lOO^C, 
provides compounds of Formula (8) n is not zero. 

As an alternative compounds of Formula (8) n is not zero, 
may be obtained by coupling of compound (12) with an aryl 
stannane derivative of Formula (10) in the presence of a 
palladium (0) catalyst such as 

tetrakis (triphenylphosphine) palladium (0) in a solvent 
such as dioxan or dimethylf ormamide at approximately 
lOO^C in the presence of anhydrous lithium chloride. 

c) As a further alternative, compounds of Formula (5) may 
be prepared by a process which comprises: 

alkylation of an ester of acetoacetic acid (13) 




(13) 



with a halide of Formula (14) 



Rl-CH2Hal 



(14) 



30 
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•13- 

in a suitable solvent such as acetonitrile and a base 
such as 1,8 diazabicyclo[5.4.0]undec-7-ene to afford 
compounds of Formula (15) . Alternatively tetrahydrofuran 
may be used as the solvent and sodium hydride as the base 
5 for the alkylation. 




(15) 

10 Treatment of a compound of type (15) with an aryl 
diazonium chloride of Formula (16) 




(16) 



in a suitable solvent such as ethyl acetate in the 
presence of a base such as aqueous sodium hydroxide 
solution affords / by Japp-Klingemann rearrangement, 
hydrazones of Formula (17) . 




Treatment of hydrazones of type (17) with a suitable acid 
25 such as gaseous hydrogen chloride in a solvent such as 
ethanol followed by reflux for a period from 0.5 to 12 
hours affords indoles of Formula (5) • 
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d) Compounds of type (1) where n is 0-6 may be prepared 
by a process which comprises: 

treatment of a compound of Formula (18) 

5 




iCH2)„ 

(18) 

with aqueous formaldehyde solution at reflux affords a 
10 product of Formula (19) . 




/<CH2)„ 

(19) 

15 Treatment of compounds of type (19) with aqueous 

potassium cyanide at approximately 40o-50°C, affords 
nitriles of Formula (20) . 




/(CH2)„ 

R2 



20 



(20) 
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IS 



Hydrolysis of a nitrile of type (20) with aqueous sodium 
hydroxide at reflux followed by acidification with an 
acid such as hydrochloric affords diacids of Formula 
(21) . 



CO2H 




{CH2) 



n 



R2 



(21) 



Diesterification of compounds of type (21) is achieved by 
10 treatment with a suitable base such as 1,8 

diazabicyclo[5.4.0]undec-7-ene in a solvent such as 
acetonitrile or dimethyl formamide followed by addition of 
iodomethane to afford compounds of Formula (22) • 




<22) 



Dieckmann cycllzatlon of diesters of type (22) using a 
base such as sodium methoxide and methanol as solvent at 
20 reflux affords products of Formula (23) . 




(23) 
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Treatment of compounds of type (23) with 

trifluoromethanesulfonic anhydride in pyridine as solvent 
affords triflates of Formula (24) 

5 




(24) 

Compounds of Formula (B) , X=Me, may be obtained by 
10 coupling of compound (24) with an aryl stannane 

derivative of Formula (10) in the presence of a palladium 
(0) catalyst such as 

tetrakis (triphenylphosphine) palladium (0) in a solvent 
such as dioxan or dimethyl formamide at approximately 
15 lOO^C in the presence of anhydrous lithium chloride. 

As an alternative compounds of Formula (8) , X=Me, can be 
prepared by coupling of compound (24) with a boronic acid 
of formula (4) in the presence of a palladium (0) 
20 catalyst, such as tetrakis (triphenylphosphine) palladium 
(0) , in a solvent such as toluene/methanol in the 
presence of a base such as aqueous sodium carbonate, at 
approximately lOO^C. 

25 Saponification of compounds of Formula (8), X is Me, to 
provides indole-2-carboxylic acids of Formula (9) can be 
achieved by treatment with aqueous sodium hydroxide in a 
solvent such as ethanol or isopropanol at reflux. 

30 With appropriate manipulation and protection of 

any chemical functionalities, synthesis of the remaining 
compounds of the Formula (I) is accomplished by methods 
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analogous to those above and to those described in the 
Experimental section . 

In order to use a compound of the Formula (I) 
or a pharmaceutically acceptable salt thereof for the 
5 treatment of humans and other mammals it is normally 
formulated in accordance with standard pharmaceutical 
practice as a pharmaceutical composition. 

Compounds of Formula (I) and their 
pharmaceutically acceptable salts may be administered in 

10 a standard manner for the treatment of the indicated 
diseases, for example orally, parenterally, sub- 
lingually, transdermally, rectally, via inhalation or via 
buccal administration* 

Compounds of Formula (I) and their 

IS pharmaceutically acceptable salts which are active when 
given orally can be formulated as syrups, tablets, 
capsules and lozenges. A syrup formulation will 
generally consist of a suspension or solution of the 
compound or salt in a liquid carrier for example, 

20 ethanol, peanut oil, olive oil, glycerine or water with a 
flavouring or colouring agent. Where the composition is 
in the form of a tablet, any pharmaceutical carrier 
routinely used for preparing solid formulations may be 
used. Examples of such carriers include magnesium 

25 stearate, terra alba, talc, gelatin, agar, pectin, 

acacia, stearic acid, starch, lactose and sucrose. Where 
the composition is in the form of a capsule, any routine 
encapsulation is suitable, for example using the 
aforementioned carriers in a hard gelatin capsule shell. 

30 Where the composition is in the form of a soft gelatin 
shell capsule any pharmaceutical carrier routinely used 
for preparing dispersions or suspensions may be 
considered, for example aqueous gums, celluloses, 
silicates or oils and are incorporated in a soft gelatin 

35 capsule shell. 
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Typical parenteral compositions consist of a 
solution or suspension of the compound or salt in a 
sterile aqueous or non-aqueous carrier optionally 
containing a parenterally acceptable oil, for example 
5 polyethylene glycol, polyvinylpyrrolidone, lecithin, 
arachis oil, or sesame oil. 

Typical compositions for inhalation are in the 
form of a solution, suspension or emulsion that may be 
administered as a dry powder or in the form of an aerosol 
10 using a conventional propellant such as 

dichlorodifluoromethane or trichlorofluoromethane. 

A typical suppository formulation comprises a 
compound of Formula (1) or a pharmaceutically acceptable 
salt thereof which is active when administered in this 
15 way, with a binding and/ or lubricating agent, for example 
polymeric glycols, gelatins, cocoa-butter or other low 
melting vegetable waxes or fats or their synthetic 
analogues • 

Typical transdermal formulations comprise a 
20 conventional aqueous or non-acjueous vehicle, for example 

a cream, ointment, lotion or paste or are in the form of 

a medicated plaster, patch or membrane* 

Preferably the composition is in unit dosage 

form, for example a tablet, capsule or metered aerosol 
25 dose, so that the patient may administer to themselves a 

single dose. 

Each dosage unit for oral administration 

contains suitably from 0.1 mg to 500 mg, and preferably 

from 1 mg to 100 mg, and each dosage unit for parenteral 
30 administration contains suitably from 0.1 mg to 100 mg, 

of a compound of Formula (I) or a pharmaceutically 

acceptable salt thereof calculated as the free acid. 

Each dosage unit for intranasal administration contains 

suitably 1-400 mg and prefered^ly 10 to 200 mg per person. 
35 A topical formulation contains suitably 0.01 to 1.0% of a 

compound of Formula (I) • 
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The daily dosage regimen for oral 
administration is suitably about 0,01 mg/Kg to 40 mg/Kg, 
of a compound of Formula (I) or a phairmaceutically 
acceptable salt thereof calculated as the free acid. The 
5 daily dosage regimen for parenteral administration is 
suitably about 0.001 mg/Kg to 40 mg/Kg^ of a compound of 
the Formula (I) or a pharmaceutically acceptable salt 
thereof calculated as the free acid. The daily dosage 
regimen for intranasal administration and oral inhalation 
10 is suitably about 10 to about 500 mg/person. The active 
ingredient may be administered from 1 to 6 times a day^ 
sufficient to exhibit the desired activity. 

No unacceptable toxicological effects are 
expected when compounds of the invention are administered 
15 in accordance with the present invention. 

The biological activity of the compounds of 
Formula (I) are demonstrated by the following tests: 

I. Binding Assay 

20 A) Membrane Preparation 

Rat cerebellum or kidney cortex were rapidly 
dissected and frozen immediately in liquid nitrogen or 
used fresh. The tissues, 1-2 g for cerebellum or 3-5 g 
for kidney cortex, were homogenized in 15 mis of buffer 

25 containing 20mM Tris HCl and 5mM EDTA, pH 7.5 at 4^C 

using a motor-driven homogenizer. The homogenates were 
filtered through cheesecloth and centrifuged at 20,000 x 
g for 10 minutes at 4®C. The supernatant was removed and 
centrifuged at 40,000 xg for 30 minutes at 4«»C. The 

30 resulting pellet was resuspended in a small volume of 
buffer containing 50 mM Tris, 10 mM MgCl2/ pH 7.5; 
aliquotted with small vials and frozen in liquid 
nitrogen. The membranes were diluted to give 1 and 5 mg 
of protein for each tube for cerebellum and kidney cortex 

35 in the binding assay. 
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Freshly isolated rat mesenteric artery and 
collateral vascular bed were washed in ice cold saline 
(on ice) and lymph nodes were removed from along the 
major vessel. Then, the tissue was homogenized using a 
5 polytron in buffer containing 20 mM Tris and 5mM EDTA, pH 
7.5 at 4^C in 15 ml volume for -6 gm of mesenteric artery 
bed. The homogenate was strained through cheesecloth and 
centrifuged at 2/000 xg for 10 min. at 4**C, The 
supernatant was removed and centrifuged at 40,000 xg for 
10 30 min. at 4**C. The resulting pellet was resuspended as 
explained above for cerebellum and kidney cortex. 
Approximately 10 mg of membrane protein was used for each 
tube in binding experiments. 

B) rl25iiET-l BindincT Prntorol 
15 [^25i]ET-l binding to membranes from rat 

cerebell\jm (2-5 mg protein/assay tiibe) or kidney cortex 
(3-8 mg protein/assay tube) were measured after 60 
minutes incxibation at 30**C In 50 mM Tris HCl, 10 mM 
MgCl2f 0.05% BSA, pH 7.5 buffer in a total volume of 100 
20 ml. Membrane protein was added to tubes containing 

either buffer or indicated concentration of compounds. 
[125i]ET-l (2200 Ci/mmol) was diluted in the same buffer 
containing BSA to give a final concentration of 0.2-0.5 
nM ET-1. Total and nonspecific binding were measured in 
25 the absence and presence of 100 nM unlabelled ET-1. 

After the inciibation, the reactions were stopped with 3.0 
ml cold buffer containing 50 mM Tris and 10 mM MgCl2^ pH 
7.5. Membrane bound radioactivity was separated from 
free ligand by filtering through Whatman GF/C filter 
30 paper and washing the filters 5 times with 3 ml of cold 
buffer using a Brandel cell harvester. Filter papers 
were counted in a gamma counter with an efficiency of 
75%. ICso's for the compounds of this Invention range 
from 0.1 nm to 50 ^m. 



35 
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II. Tn Vitro Vasrn^ar SmQOt:h Musc;!^ Act:ivif y 

Rat aorta are cleaned of connective tissue and 
adherent fat, and cut into ring segments approximately 3 
to 4 mm in length. Vascular rings are suspended in organ 
5 bath chambers (10 ml) containing Krebs-bicarbonate 
solution of the following composition (millimolar) : 
NaCl, 112.0; KCl, 4.7; KH2PO4, 1.2; MgS04, 1.2; CaCl2r 
2.5; NaHCOs/ 25.0; and dextrose, 11.0. Tissue bath 
solutions are maintained at 37**C and aerated continuously 

10 with 95% O2/ 5% C02- Resting tensions of aorta are 

maintained at 1 g and allowed to equilibrate for 2 hrs., 
during which time the bathing solution is changed every 
15 to 20 min. Isometric tensions are recorded on Beckman 
R-611 dynographs with Grass FT03 force-displacement 

15 transducer. Cumulative concentration-response curves to 
ET-1 or other contractile agonists are constructed by the 
method of step-wise addition of the agonist. ET-1 
concentrations are increased only after the previous 
concentration produces a steady-state contractile 

20 response. Only one concentration-response curve to ET-1 
is generated in each tissue. ET receptor antagonists are 
added to paired tissues 30 min prior to the initiation of 
the concentration-response to contractile agonists. 

ET-1 induced vascular contractions are 

25 expressed as a percentage of the response elicited by 60 
mM KCl for each Individual tissue which is determined at 
the beginning of each experiment. Data are expressed as 
the mean ± S.E.M. Dissociation constants (K]^) of 
competitive antagonists were determined by the standard 

30 method of Arunlakshana and Schild. The potency range for 
compounds of this invention range from 0.1 nM to 50 ^im. 

The following examples are illustrative and are 
not limiting of the compounds of this invention. 
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EXAMPT.R 1 

1- (3. 4-Methvlenedioxvbpn7:y1 ) M-mPt-^hoxyphP^nyl^ indQlf>-2- 

carboxylin PtrAd 

5 a) Ethyl 2- r4-mg»t,hQxyh>f>n9;yl> -:^-oxobut:yrat:e. To a Stirred 
solution of ethyl acetoacetate (4.17 g, 31.9 nunol) and 4- 
methoxybenzyl chloride (5.0 g, 31.9 mmol) in CH3CN (25 
itiL) under an argon atmosphere was added 1^8- 
diazabicyclot5.4.0]undec-7-ene (4.86 g, 31.9 nrniol) . After 

10 3 h at room temperature, the mixture was parti- 
tioned between 3 N HCl (100 mL) and EtOAc (200 mL) . The 
organic extract was washed successively with H2O, acnaeous 
NaHC03, H2O and saturated aq[ueous NaCl and dried 
(Na2S04) . The solvent was removed in vacuo to afford the 

15 title compound as an oil (6.65 g, 84%) which was used in 
the next step without further purification. 

b) Ethyl 3- (4-methQxyphenyl) indQle~2-carboxylate . To a 
solution of ethyl 2- (4-methoxyben2yl) -3-oxobutyrate (1.0 

20 g, 4 roxnol) in EtOAc (6 mL) stirred at ice bath 

temperature under an argon atmosphere was added a 
solution of NaOH (0.48 g, 12 mmol) in H2O (2 mL) . This 
was immediately followed by the addition of an aqueous 
solution of benzenediazonium chloride (4.2 mmol) 

25 [prepared from aniline, (0.39 g, 4.2 mmol) in 6 N HCl 

(0.5 mL) and NaN02 (0.29 g, 4.2 mmol)]. After 10 min the 
mixture was partitioned between EtOAc (50 mL) and H2O (25 
mL) • The aqueous layer was washed with EtOAc (15 mL) . The 
combined organic extracts were washed with saturated 

30 aqueous NaCl solution, dried (Na2S04) and the solvent was 
removed in vacuo. The residue was dissolved in EtOH (10 
mL) and the solution was saturated with HCl gas. This was 
refluxed for 1 h then cooled to room temperature and 
partitioned EtOAc (50 mL) and saturated aqueous NaHCOs 

35 solution (50 mL) . The aqueous layer was washed with EtOAc 
(15 mL) . The combined organic extract was washed with H2O 
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then saturated aqueous NaCl solution/ dried {Na2S04) and 
the solvent was removed In vacuo. Chromatography (silica 
gel/ gradient elution from 25% Et20 / hexanes to 45% Et20 
/ hexanes) followed by crystallization from EtOAc / 
5 hexanes to afford the title compound (0.32 g, 27%); m.p. 
109 - 111© C. 

C) F.f hyl 1- f:^. 4-mf:>thylenf^dinxyben2yl> -3- M-mPthoxy- 
phenvl ) indQlf>-2-narbnyy1 at:P> . To a solution of ethyl 3- (4- 

10 methoxyphenyl) indole-2-carboxylate (110 mg, 0,37 mmol) in 
HMPA (2 mL) stirred at ice bath temperature under an 
argon atmosphere was added NaH (14 mg of 80% oil 
dispersion, 0.46 mmol, oil removed by pentane wash). 
After 15 ihin a solution of piperonyl chloride (128 mg, 

15 0.75 mmol) in HMPA (0.5 mL) was added and the ice bath 
removed. The reaction mixture was stirred 7 h at room 
temperature then partitioned between 3 N HCl (25 mL) and 
EtOAc (50 mL) . The organic extract was washed 
successively with H2O, aqueous NaHC03, H20 and saturated 

20 aqueous NaCl and dried (Na2S04) • The solvent was removed 
in vacuo. The residue was purified by chromatography 
(silica gel, gradient elution from 25% EtaO / hexanes to 
45% Et20 / hexanes) to afford the title compound (105 mg, 
66%) 

25 

d) 1- 4-MQt:hYlQn<>diQxybenzyl1 -j^- M-methoxyphf^nyl^ - 
indole-9T;arbQxyllc; arid ^ A solution of ethyl l-(3,4- 
methylenedioxybenzyl) -3- (4 -methoxyphenyl) indole-2- 
carboxylate (35 mg, 0.08 mmol) in EtOH (10 mL) with 

30 aqueous 1 N NaOH (0.45 mL) was stirred under an argon 

atmosphere at room temperature for 17 h then refluxed for 
3 h. The reaction mixture was cooled to room temperature 
then poured into H2O (20 mL) and the solvent volume was 
reduced to ca. 20 mL under reduced pressure. The aqueous 

35 solution was extracted with Et20 (15 mL) and the Et20 

extract discarded. The aqueous layer was acidified with 6 
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N HCl and the product extracted into EtOAc. The organic 
extract was washed with H2O then saturated aqueous NaCl, 
dried (Na2S04) and the solvent removed in vacuo ^ 
Crystallization from EtOAc / hexanes afforded the title 
5 compound (21 mg^ 66%); m.p, 205 - 206^ C. 

KXAMPT^g 2 

1- f2-ChlQro-4 , S-methylenedioxybenzyl) -3- (4^ 
10 methoxyphenyl) indQlQ-2-carboxyl in anid 

a) 1- (2-ChlQrQ"4 . S-mgthvlengdiQxvhP^n^vl ) iA~ 

methoxyphenyl) indQle-2-carbQxyllc acid- To a solution of 
ethyl 3- (4-inethoxyphenyl) indole-2-carboxylate (365 mg, 

15 1.24 mmol) in HMPA (3 mL) stirred at ice bath temperature 
under an argon atmosphere was added NaH (46 .5 mg of 80% 
oil dispersion, 1.55 mmol, oil removed by pentane wash). 
After 15 mln at ice bath temperature, a solution of 6- 
chloropiperonyl chloride (753 mg, 1.86 mmol) in HMPA (1 

20 mL) was added and the Ice bath removed. The reaction 
mixture was stirred 18 h at room tempera- 
ture then partitioned between 3 N HCl (25 mL) and EtOAc 
(50 mL) . The organic extract was washed successively with 
H2O, saturated aqueous NaCl and dried (Na2S04) . The 

25 solvent was removed in vacuo and the residue (a mixture 
of acid and ethyl ester) was dissolved in EtOH (30 mL) 
and aqueous 2 N NaOH (2.5 mL) was added. This was then 
stirred under an argon atmosphere at reflux temperature 
for 3 h then cooled to room temperature and poured into 

30 H2O (50 mL) . The solvent volume was reduced to ca. 45 mL 
under reduced pressure. The aqueous solution then 
extracted with Et20 (20 mL) and the Et20 extract 
discarded. The aqueous layer was acidified with 6 N HCl 
and the product extracted into EtOAc. The organic extract 

35 was washed with H2O then saturated aqueous NaCl and dried 
(Na2S04) . Removal of the solvent in vacuo yielded a 
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yellow gum (497 mg) . A portion (70 mg) was purified by 
reverse phase chromatography {CH3CN/ H2O = 55/ 45) 
followed by crystallization from EtOAc/ hexanes to afford 
the title compound (50 mg) ; m.p. 204 - 205° C. 
5 MS : 453 [ (M+NH4)+1 • 

Aaal. calc. for C24Hi8ClN05-^.H20 : C, 65.46; H, 4.23; N, 
3.18. Found 65.38; 4.00; N, 2.96. 

EXAMPLE 3 

10 3- (3. 4-Methylenedioxyphenyl>-l- f 4-methoxyh>fingyl1 indQle-2- 

carboxylic acid , 

a) Ethvl 3-bromnT nriole->2-garbQxy late - To a solution of 
ethyl indole-2-carboxylate (25.0 g, 132 mmol) in DMF (50 

15 mL) , stirred at room temperature under an argon 

atmosphere, was added dropwise a solution of Br2 (23. 3g, 
145 mmol) in DMF (80 mL) . Upon completion of the 
addition, the reaction mixture was stirred an additional 
5 min then poured into ice water. The resulting solid was 

20 collected by filtration then crystallized from EtOAc/ 

hexanes to afford the title compound (29.9 g, 85%); m.p. 
149 - 150«> C. 

b) Ethyl 3-brQmQ-l- (4-methQxybenzyl) indole-Z- 

25 carbQxylate . To a solution of ethyl 3-bromoindole-2- 
carboxylate (2.0 g, 7.46 mmol) and 4-methoxybenzyl 
chloride (7.46 mmol) in HMPA (5 mL) was added a slurry of 
NaH (240 mg of 80% oil dispersion, oil removed by pentane 
washing, 8.0 mmol) in HMPA (1 mL) . After 30 min at room 

30 temperature the reaction mixture was partitioned between 
3 N HCl (100 mL) and EtOAc (150 mL) . The organic extract 
was washed successively with H2O, aqueous NaHCOa, H2O, 
saturated aqueous NaCl and dried (Na2S04) . The solvent 
was removed in vacuo to afford the title compound (2.55 

35 g, 88%) which was used in the next step without further 
purification. 
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c) 3.4" methYlenedioxy)phf>nYlt:ribi ityl1:in . To a solution 
of 4-bromo-l, 2- (methylenedioxy) benzene (5.0 g, 24.9 mmol) 
in THF (20 mL) at -78 ^ C under an argon atmosphere was 

5 added butyllithium (11,4 mL of a 2,4 M solution in 

hexanes, 27.4 mmol). The mixture was warmed to 0^ C over 
a 10 min period then treated with tributyltin chloride 
(6.8 mL, 25 mmol) . After 1 h the mixture was partitioned 
between Et20 and H2O. The organic extract was washed with 
10 brine, dried (Na2S04) and the solvent removed in vacuo. 
The resulting oil was purified by flash column 
chromatography (silica gel, with hexanes as eluent) to 
afford the title compound (3. 64g, 35%). 

d) Ethvl 1- M-mQthoxvben2vlW3- f 1 - 4-met:hylf>nf^- 
dioxyphenyl ) indo] f>-^-carboxy lat-,^ . An anhydrous solution 
of ethyl 3-bromo-l- (4-methoxyben2yl) indole-2-carboxylate 
(388 mg, 1.0 mmol), LiCl (56 mg, 1.3 mmol), 3,4- 
(methylenedioxy)phenyltributyltin (1.24 g, 3.0 mmol) and 
tetrakis (triphenylphosphine) palladium (0) (116 rog, 0.10 
mmol) in DMF (5 mL) was stirred under an atmosphere of 
argon at 110^ C for 18 h. The reaction mixture was 
cooled to room temperature then partitioned between 3 N 
HCl (25 mL) and EtOAc (75 mL) • The organic extract was 
washed successively with H20^ aqueous NaHCOa, H2O and 
saturated aqueous NaCl and dried (Na2S04) . The solvent 
was removed In vacuo to yield a dark oil (1.4 g) . 
Purification by chromatography (silica gel, eluting with 
35% Et20/ hexanes) followed by crystallization from Et20/ 
hexanes afforded the title compound (270 mg, 65%) . 

e) 3- (3t 4*Mftt.hylftnedioxyphenyl) "1- (4-inethQxybenzyl) - 

indQle-2--carboxylie aeid, A solution of ethyl l-(4- 
methoxybenzyl) -3- (3, 4-methylenedioxyphenyl) indole-2- 
35 carboxylate (110 mg, 0,25 mmol) in EtOH (10 mL) and 1 N 
aqueous NaOH solution (2.5 mL) was refluxed for 3 h. The 
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reaction mixture was cooled to room temperature then 
poured into H2O (25 mL) • The solvent volume was reduced 
to ca. 25 mL under reduced pressure. The aqueous solution 
then extracted with Et20 (20 mL) and the Et20 layer 
5 discarded. The aqueous layer was acidified with 6 N HCl 
and the product extracted into EtOAc. The organic extract 
was washed with H2O then saturated aqueous NaCl and dried 
(Na2S04) . Removal of the solvent in vacuo yielded a white 
solid (91 mg) . Crystallization from EtOAc/ hexanes 
10 afforded the title compound (74 mg^ 67%); m.p. 155 - 1570 
C. 

MS : 419.3 [(M+NH4)+] . 

Anal. calc. for C24Hi9N05*^/4 H2O : C, 71.01; H, 4.84; N, 
3.45. Found C, 71.24; 4.83; N, 3.28. 

15 

EXAMPLE 4 

3- (2-CarboxvmQthoxv-4-methQxyphg>nyl) -1- r2-r;hl , 
methvlenedioxybenzyl) indQl^-2-r!arbQxyl i n anid. 

20 a) 2-CarboethQXvmethQxv4-methQxvhf>n?!aldP>hyd^- To a 
solution of 2 -hydroxy- 4 -me thoxybenz aldehyde (1.315 g, 
8.64 mmol) in dry DMF (5 mL) stirred at ice bath 
temperature under an argon atmosphere was added a slurry 
of NaH (300 mg of 80% oil dispersion, oil removed by 

25 pentane wash, 10 mmol) in dry DMF (2 ml.) . After 15 min, 
ethyl bromoacetate (2.84 g, 17 mmol) was added and the 
ice bath removed and stirring continued for an additional 
30 min at room temperature. The reaction mixture was 
partitioned between 3 N HCl (100 mL) and EtOAc (150 mL) . 

30 The organic extract was washed successively with H2O, 
aqueous NaHCOa, HzO, saturated aqueous NaCl and dried 
(Na2S04) . The solvent was removed in vacuo to yield an 
oil (2.55 g) which was crystallized from Et20/ hexanes to 
afford the title compound (1.77 g, 86%); m.p. 61 - 62«> C. 



35 
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b) Cis and t:rans methvl 2-acGvl~:^- f2-g!arbQe1^hoxy- 
Tn^t:hoxy-4-mfit,hoxynhenyl ) anryl Rtc^ . A solution consisting 
of 2-carboethoxyinethoxy-4-methoxybenzaldehycie (17.58 g, 
73.86 mmol), methyl acetoacetate (12 mL, 111 mmol) ^ 
5 acetic acid (1.6 mL) and piperidine (0.5 mL) was refluxed 
in benzene for 1 h with azeotropic removal of H2O. The 
solution was cooled and all volatlles were removed In 
vacuo to afford the title compound (20.4 6 g) as an oil 
which was used without further purification. 

10 

C) Methyl 2- r2-carboethoxymf?t:hoxy4~Tn^thoxyphenyl > -3- 
QXQbutyT-ai-Pi. To a solution of cis and trans methyl 2- 
acetyl-3- (2-carboethoxymethoxy-4-methoxyphenyl) acrylate 
(6.25 gr 18.6 mmol) in pyridine (25 mL) stirred at ice 

15 bath temperature under an argon atmosphere was added 

dropwise a slurry of NaBH4 (704 mg, 18.6 mmol) in pyridine 
(10 mL) . After 30 min the reaction was quenched by the 
cautious addition of EtOAc (200 mL) and 3N HCl (200 mL) . 
The layers were separated and the aqueous solution was 

20 washed with EtOAc. The combined organic extract was 
washed successively with H2O, aqueous NaHCOa^ H2O, 
saturated aqueous NaCl and dried (Na2S04) and the solvent 
was removed In vacuo. Chromatography (silica gel eluting 
with 25% EtaO/ hexanes followed by crystallization from 

25 EtOAc/ hexanes afforded the title compound (4.66 g, 74%); 
m.p. 60 - 61^ C. 

d) Methyl 3- f 2-carboethQxvm^thoxy-4-inQthoxvpheny 1 ) - 
indol f>-2-rarboxylate . The title compound was prepared 
30 from methyl 2- (2-carboethoxymethoxy-4-methoxyphenyl) -3- 
oxobutyrate (2.22 9, 6.62 mmol) and phenyldiazonium 
chloride (0.93 g, 6.62 mmol) using methods previously 
described in example lb (yield = 507 mg, 25%) . 
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e) 3- f2-CarbQxvmethoxv-4-TnPi-hnvYpb^nyi > ^i- fy^nhinm-^A . 
methvlenedioxvbenzvl) j ndol^-;>-n RrbnyYl i n ^oj^l The title 
compound was prepared by alkylation of methyl 3- {2- 
carboethoxymethoxy-4-methoxyphenyl) indole-2-carboxylate 
5 (100 mg, 0,27 mmol) with 6-chloropiperonyl chloride (55 
mg, 0.27 mmol) followed by saponification using methods 
previously described in example 2a then crystallized from 
EtOAc as the bis (dicyclohexylamine) salt (97 mg, 41%); 
m.p. 154 - 156^ 
10 MS : 510.2 [ (M+H)+] . 

anal- calc. for C26H20ClNO8-C24H46N2.^/2 H2O : C, 68.12; H, 
7.66; N, 4.77. Found 68.07; H, 7.60; N, 4.75. 

EXAMPT.K 

methvl enedioxvphenvl ) 1 ndni ^^9-n^^-Y^r^^^,^ h 

a) 3 1 4-Methvlenedi oxvDhenvlbor i <^ aoi h to a solution of 
4-bromo-l^ 2- (methylenedioxy) benzene (10.05 g, 50 mmol) in 

20 dry THF (40 mL) stirred under an argon atmosphere at -78® 
C was added over a 3 min period BuLi (20 mL of a 2.5M 
solution in hexaneSr 50 mmol) . After 15 min at -78«> C 
this solution was added via cannula to a -78^ C solution 
of triisopropyl borate (57 mL, 250 mmol) in THF (50 mL) . 

25 The cooling bath was removed and stirring continued for 
40 min. The reaction mixture was partitioned between 3 N 
HCl (200 mL) and EtOAc (250 mL) . The organic extract was 
washed successively with H20r aqueous NaHCOa, H2O and 
saturated aqueous NaCl and dried (Na2S04) . The solvent 

30 was removed in vacuo and the resulting solid crystallized 
from EtOAc/ hexanes to afford the title compound (5.06 g, 
61%); m.p, 247 - 252^ C. 
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b) Ethvl S~ben2vlr>xv-?-hr oTnoindol^-2-rarhoyylat'P^ . The 
title compound was prepared from ethyl S-benzyloxyindole- 
2-carboxylate (7.80 g, 26,4 mmol) by the method 
5 previously described in example 3a (5.95 g, 60%); m*p. 
147 - 1480C. 

C) Ethvl S-benzvloxy-:^-- . 4-met:hylenedi oxyphg^nyl > - 
indQle-2"carbnxylat^ - To a solution of ethyl S-benzyloxy- 
10 3-bromoindole--2-carboxylate (2.39 g, 6.39 mmol) and 

tetrakis(triphenylphosphine) -palladium (0) (250 mg, 0.22 
mmol) in toluene (32 mL) was added 2 M aqueous solution 
of Na2C03 (6.4 mL) and a solution of 3,4- 

(methylenedioxy)phenylboric acid (1.41 g, 8.5 mmol) in 
15 CH3OH (16 mL) . This mixture was stirred at 90^ C under an 
argon atmosphere for 1 h then partitioned between 3 N HCl 

(100 mL) and EtOAc (250 mL) . The organic extract was 
washed successively with H20, aqueous NaHCOa, H2O and 
saturated aqueous NaCl and dried (Na2S04) • The solvent 
20 was removed In vacuo and the resulting solid crystallized 
from EtOH to afford the title compound (2.38 g, 90%); 
m.p. 135 - 1360 C. 

d) 2-CarbQ^thQXvmethQxy-4-mPt:hr»xyhenzy 1 a 1 rohni . TO a 
25 solution of* 2-carboethoxymethoxy-4-methoxybenzaldehyde 
(15.50 g, 65.1 mmol) in EtOH (100 mL) and DMF (25 mL) 
stirred at ice bath temperature under an argon atmosphere 
was added portionwise NaBH4 (4.93 g, 130 mmol). The ice 
bath was removed and stirring continued for 15 min. The 
30 reaction was quenched by the cautious addition of EtOAc 
(200 mL) and 3 N HCl (200 mL) . The layers were separated 
and the organic extract was washed successively with H2O, 
aqueous NaHCOs, H20, saturated aqueous NaCl and dried 
(Na2S04) . The solvent was removed In vacuo to afford the 
35 title compound (13.6 g, 87%) and was used without further 
purification. 
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e) 2-CarbQethQxvmethQxv-4-methoxvben2Yl r! hloridfi . To a 
solution of 2-carboethoxymethoxy-"4-methoxyben2yl alcohol 
(1.30 g, 5.4 mmol) in Et20 (50 mL) stirred at ice bath 

5 temperature under an argon atmosphere was added 

concentrated HCl (1.4 mL) . After 15 min EtOAc (50 mL) was 
added and the aqueous layer removed. The organic extract 
was washed successively with H2O, aqueous NaHCOa, H2O, 
saturated aqueous NaCl and dried (Na2S04) . The solvent 
10 was removed In vacuo to afford the title compound (1.25 
g, 90%) as a white solid. 

f) 5-Benzv3oxv-l- (2"CarbQxvmfithoxy-4>Tnethoxyb^nzyl) -3- 
(3.4-methvlenedlQXVPhfinvnindole-2>narhr>yy1ir aniri^ The 

15 . title compound was prepared by alkylation of ethyl 5- 
benzyloxy-3- (3, 4-methylenedioxyphenyl) indole-2- 
carboxylate with 2-carboethoxymethoxy-4-methoxybenzyl 
chloride followed by saponification using methods 
previously described in examples Ic and Id; m.p. 182 - 

20 1 90O c. 

MS : 580.0 [ (M - H)"] . 

Anal> calc. for C32H27N09-^/4 H2O : C, 66.95; H, 4.83; 
2.44. Found C, 66.90; H, 4.79; N, 2.27. 

25 EXAMPLE 6 

1- t2-CarbQxvmethQxv4-mftthoxvbftnzyl> -5-hydroxy^- 
methvlenedioxvphenyl^ indQlQ-2-carbQxyli n anid^ 

30 a) 1- r2-Carboxymethnxy-4-TnethoxybRn2yl) -.S-hydT-nxy-.-^- 

(3, 4-mf^thylQnediQxyphenyl) indQlP>-2-r;arboxyl i anid To a 
solution of 5-benzyloxy-l- (2-carboxymethoxy-4- 
methoxybenzyl) -3- (3, 4-methylenedioxyphenyl) indole-2- 
carboxylic acid (120 mg, 0.21 mmol) in EtOH (30 mL) was 

35 added 10% palladium on activated carbon (12 mg) • the 
resulting suspension was shaken in a Parr pressure 
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reaction apparatus under 50 psi Hz ^or 3 h, then the 
reaction mixture was filtered through a pad of celite. 
The filtrate was concentrated under reduced pressure and 
the residue crystallized from EtOAc/ hexanes to afford 
5 the title compound (79 mg, 77%); m.p* 184-186<> C. 
US : 514.0 [ (M+Na)+] • 

EXAMPLE 7 

10 1- (2-CarbQxymg*t,hoxy"4-me1:hoxyben2yl) -3- (3,4- 

methylenedioxyphenyl) -5- (prop-l-yloxy) indnlg>-2-carbQxylic 



a) Ethyl 1- f2-carbQethQxyinethQxy-4"inethQxybenzyl)-5- 

IS hvdroxv-3- f3. 4-mQthylenedioxvphenvl) indQlf^-2-rarbQxylat!e . 
The title compound was prepared from ethyl 5-benzyloxy-l- 
(2-carboethoxymethoxy-4-methoxybenzyl) -3- (3, 4- 
methylenedioxyphenyl) indole-2-carboxylate (460 mg^ 0.735 
mmol) by the method given in example 6; m.p. 128 - 130^ C. 

20 

b) Et-hy 1 1- f 2-C!arboet:hoxymf>r,hQxy 4-Tnf>1-.hnxybenzyl > -3- 
f3, 4-methvlene>dioxyphf^nylW5- (nrop-l-vloxy^ indQlf^-2- 
garboxylate . To a solution of ethyl 1- (2- 
carboethoxymethoxy-4-methoxybenzyl) -5-hydroxy-3- (3, 4- 

25 methylenedioxyphenyl) indole-2-carboxy late (175 mg, 0.30 
mmol) in DMF stirred at ice bath temperature under an 
argon atmosphere was added a slurry of NaH (11 mg of 80% 
oil dispersion, 0.36 mmol, oil removed by pentane wash) 
in DMF (1 mL) . After 15 min at ice bath temperature, 1- 

30 iodopropane (0.255 g, 1.5 mmol) was added and the ice bath 
was removed. The reaction mixture was stirred an 
additional 30 min at room temperature then partitioned 
between 3 N HCl (25 mL) and EtOAc (75 mL) • The organic 
extract was washed successively with H2O, aqueous NaHCOa, 

35 H2O and saturated aqueous NaCl and dried (Na2S04) . The 
solvent was removed in vacuo and the resulting solid 
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crystallized from EtOH to afford the title compound (83 
mg 47%); m.p. 89 - 91^ C. 

5 methvlenedioxvphenvl) (pron-l-vloxv) i 
jacid. The title compound was prepared from ethyl l-(2- 
carboethoxymethoxy-4-methoxybenzyl) -3- (3, 4- 
methylenedioxyphenyl) -5- (prop-l-yloxy) indole-2- 
carboxylate (50 mg^ 0.085 mmol) by the method given in 
10 example 3d (33mg, 73%); m.p. 190 - 191^ C- 
MS : 556.0 [ (M+Na)+] • 

Anal. calc. for C29H27N09-1/4 H2O : C, 64.74; H, 5.15; 
2.60. Found 64.76; H, 5.25; N, 2.50. 

IS EXAMPLE B 

S-CarbQxvmethQxy-l- f 2-carboxymethQxy-4-mg>t'hnyYV^<:>nzyl ^ -3- 
(3. 4-methylenediQxyphf>nyl) indQle-'2-carboxyl i r; arid^ 

20 a) Ethyl S-carboethoxymf^thoxy-l- f2-carbQg^t:hoxymf>thQxy4- 
methoxvben2vl>-3- f3.4-mQt:hvlf^ng^diQxvph<:>nvl^ indo1^-2- 
nar-hovyiai-f^^ The title compound was prepared from ethyl 
1- (2-carboethoxymethoxy-4-methoxybenzyl) -5-hydroxy-3- 
(3, 4-methylenedioxyphenyl) indole-2-carboxylate (ISOmg, 

25 0.26 mmol) and ethyl bromoacetate (55 mg, 0.33 mmol) by 
the method given in example 7b (119 mg, 69%) • 

b) S-Carboxymef hoxy-l- f 2-garbQxyTnethQxy>4-mg>thnxy 
benzyl^ f :^ , 4-Tnf^thylf^ng^diQxyph^nyll Indole-g-garboxylie 
30 acid . The title compound was prepared from ethyl 5- 
carboethoxymethoxy-1- (2~carboethoxymethoxy-4- 
methoxybenzyl) -3- (3, 4-methylenedioxyphenyl) indole-2- 
carboxylate (100 mg, 0.16mmol) by the method given in 
example 3d (yield = 76 mg, 87%); m.p. 203 - 205° C. 
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MS : 572.0 [ (M+Na)+] . 

Anal, calc. for C28H23NOii-l/4 H2O : C, 60.71; 4.28; N, 
2.53. Found 60.45/ 4.14; 2.50. 

5 EXAMPT.K Q 

1- (2-CarbQxymet-_hoxy-4-m#^f hnv vbenzyll (3,4^ 
methvlenftdioxvphenvl) indQl^-^-nai^'hoxyl anjri. 

10 a) Ethvl 3-bromoindo3f^-l- (2-C!arHn^1-hoxyTnf^hhoxy-4- 

met:hQxybg?n7:y 1 \ -2-nar-bnxy 1 at:<> - Ethyl 3--bromoindole-2- 
carboxylate (900 mg, 3.33 mmol) was alkylated with 2- 
carboethoxymethoxy-4-methoxybenzyl chloride (1.11 g, 4.3 
mmol) by the method given in example Ic to afford the 

15 title compound (0.97 g, 60%). 

b) 1- f2"Carboxvmethoxv-4-methoxyb^n2vl ^ r?, 4- 
methvlftnedioxvphenvl^ indQl^-^-r;ar>bQxvH n ar^^ri. The title 
compound was prepared by the coupling of ethyl 3- 

20 bromoindole-1- (2-carboethoxymethoxy4-methoxyben2yl) -2- 
carboxylate (500 mg, 0.93 mmol) with 4- 
(methylenedioxy)phenylboric acid 290 mg^ 1.74 mmol) by 
the method given in example 5b followed by saponification 
using the method given in example 3d (277mg, 63%); m.p. 

25 195 - I960 C. 

MS : 493.3 [ (M+NH4)+] . 

Anal* calc. for C26H2lN08-^/4 H2O : C, 65.07; H, 4.51; 
2.92. Found C, 64.86; 4.49; 2.87. 
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EXAMPT.F. in 

r2-CarbQXV-3- (3. 4-methvlenedioxyphg^nyl) indolvll 1-4- 
M-mftt.hoxyph^nyl ) hnt-.yri n anid. 

5 

a) Met^hyl 3- M-me1^hQxybenzoyl ^prn pionaf ^^ . To a solution 
of 3- (4-inethoxybenzoyl) propionic acid (2.08 g, 10 ininol) 
in CH3CN (50 mL) stirred at ice bath temperature under an 
argon atmosphere was added 1, 8-diazabicyclo [5 . 4 • 0) -undec- 

10 7-ene (1.9 mL, 12.5 mmol) followed by CH3I (1.25 mL, 20 
mmol) . The ice bath was removed and stirring continued 
for 5 h. The mixture was then partitioned between 3 N HCl 
(50 mL) and EtOAc (75 mL) . The organic extract was washed 
successively with H2O, aqueous NaHCOa, H2O and saturated 

15 aqueous NaCl and dried (Na2S04) . The solvent was removed 
In vacuo to afford the title compound (1.88 g, 85%) as a 
white solid. 

b) Methyl 3-hydrOxy-4- M-methnxypbpnyl \ buf.yraf,P> - To a 

20 stirred solution of methyl 3- (4-methoxybenzoyl) propionate 
(1.88 g, 8.5 mmol) in CH3OH (50 mL) at ice bath 
temperature under an argon atmosphere was added NaBH4 
(190 mg, 5 mmol) . The reaction mixture was stirred 1 h at 
ice bath temperature then quenched by the cautious 

25 addition of EtOAc (100 mL) and 3N HCl (50 mL) . The layers 
were separated and the aqueous layer was washed with 
EtOAc. The combined organic extract was washed 
successively with H2O, aqueous NaHCOa, H2O and saturated 
aqueous NaCl and dried (Na2S04) . The solvent was removed 

30 In vacuo to yield a white solid which was crystallized 
from Et20/ hexanes to afford the title compound (1.59 g, 
84%) . 

C) Mef.hvl 3-nb1firr>-4- ^4-mi^thrixvphenv1 ^ bi^t-VT-al-g^ . To a 
35 solution of methyl 3-hydroxy-4- (4-methoxyphenyl)butyrate 
(0.50 g, 2.32 mmol) with triethylcunine (1.1 ml, 7.8 mmol) 
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in CH2CI2 (5 mL) stirred at ice bath temperature under an 
argon atmosphere was added methanesulf onyl chloride (0*26 
mL, 3.4 mmol) . After 30 min at ice bath temperature, the 
reaction mixture partitioned between 3 N HCl (50 mL) and 
5 EtOAc (75 mL) . The organic extract was washed 

successively with H2O, aqueous NaHCOs, H2O and saturated 
ac[ueous NaCl then dried (Na2S04) . The solvent was removed 
In vacuo to afford the title compound (453 mg, 84%) as an 
oil which crystallized on standing; m.p. 48 - 49° C. 

10 

d) M^f hyl 4>ri- n-bromo-^-narboPf hoxyindQlyll 
mf>r,hnxyph<any 1 \ h>n1-yrat-g> , TO a solution of ethyl 3- 
bromoindole-2-carboxylate (469 mg, 1.75 mmol) in dry DMF 
stirred at ice bath temperature under an argon atmosphere 

15 was added NaH (66 mg of 80% oil dispersion, 2.19 mmol, 
oil removed by pentane wash) and stirring continued for 
15 min. To this was added a solution of methyl 3-chloro- 
4- (4-methoxyphenyl)butyrate (453 mg, 1.87 mmol). The ice 
bath was removed and stirring continued for 17 h. The 

20 reaction mixture partitioned between 3 N HCl (50 roL) and 
EtOAc (75 mL) . The organic extract was washed 
successively with H20, ac[ueous NaHCOa, H2O and saturated 
aqueous NaCl then dried (Na2S04) and the solvent was 
removed in vacuo, purification by flash chromatography 

25 silica gel elutlng with 35% £t20/ hexanes) afforded the 
title compound (75 mg^ 21%) . 

e) Mf^t-hyl 4- ri-r2-cart>QQthr»xy-^- f 3 , 4-methylen^di Qxy- 
phenyl ^ indolyll 1 -4- M-metihoxyphenyl) butyrate , A mixture 

30 consisting of methyl 4- [1- (3-bromo-2-carboethoxy- 

indolyl) ] -4- (4-methoxyphenyl)butyrate (70 mg, 0.15 mmol), 
tetrakis (triphenylphosphine) palladium (0) (10 mg 0.009 
mmol), toluene (2 mL) , 2 M aqueous Na2C03 (0.15 mL) and a 
solution of 3, 4- (methylenedioxy)phenylboric acid (50 mg, 

35 0.3 mmol) in CH3OH (1 mL) was stirred at 90^ C under an 
argon atmosphere for 17 h. The reaction mixture 
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partitioned between 3 N HCl (15 mL) and EtOAc (25 mL) . 
The organic extract was washed successively with H2O, 
aqueous NaHCOs, H2O and saturated aqueous NaCl then dried 
(Na2S04) . The solvent was removed In vacuo to yield a 
5 dark oil (115 mg) . Purification by flash chromatography 
(silica gel gradient elution from 25%Et20/ hexanes to 
50%Et2O/ hexanes) afforded the title compound (46 mg, 
61%) . 

10 f) 4- f 1- r?'-CarbQXV-3~ 4-Tnfi1-hvlfin^din xvphf>nvl^ - 

indolvl 1 1-4-M-methoxvr>hf>nv3^h>nt-yrin an-iri. To a warmed 
solution of methyl 4- [1- [2-carboethxy-3- (3, 4- 
methylenedioxyphenyl) indolyl] ] -4- {4-methoxy- 
phenyl ) but y rate (45 mg, 0.087 mmol) in EtOH (2 mL) was 

15 added 1 N aqueous NaOH (2 mL) . This solution was ref luxed 
for 1.5 h then cooled to room temperature and diluted 
with H2O (10 mL) . The mixture was concentrated under 
reduced pressure. The aqueous residue was extracted with 
Et20, and the Et20 extracts were discarded. The aqueous 

20 phase was acidified with 6 N HCl and extracted several 

times with EtOAc. The combined EtOAc extracts were washed 
successively with H2O and saturated aqueous NaCl and 
dried (Na2S04) . The solvent was removed in vacuo to 
provide an oily residue which was crystallized from Et20 

25 to afford the title compound (24 mg) ; . m.p. 204-205^ C. 
MS : 474 I (M+H) +] . 

30 The following examples were prepared by the methods 

given above. 

1- (2-Chloro-4, 5-methylenedioxyben2yl) -3- [2- (3- 
hydroxypropoxy] -4-methoxyphenyl) indole-2-carboxylic acid 
35 mp 177-1780 C, 
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1- (2-Chloro-4, S-methylenedioxybenzyl) -3- (2-hydroxymethyl- 
4-inethoxyphenyl) indole-2-carboxylic acid 
mp 131-1320 c. 

5 3- (2-Carboxy-4-methoxyphenyl) -1- (2-Chloro-4, 5- 
methylenedioxybenzyl) indole-2-carboxylic acid 
mp 259-261«> C. 

3- [2- {2-Carboxyethoxy) -4-methoxyphenyl] -1- (2-Chloro-4y 5- 
10 methylenedioxybenzyl) indole~2-carboxylic acid 
. mp 231-233° C. 

3- (2-Carboxymethyl-4-methoxyphenyl) -1- (2-Chloro-4^ 5- 
methylenedioxybenzyl) indole-2-carboxylic acid 
15 mp 237-239© C. 

3- [2- [ (E) -2-Carboxyethenyl] -4-methoxyphenyl] -1- (2-Chloro- 
4, 5-methylenedloxybenzyl) indole-2-carboxylic acid 
mp 285-2870 c. 

20 

3- [2- (2-Carboxyethyl) -4-methoxyphenyl] -1- (2-Chloro-4r 5- 
methylenedioxybenzyl) indole-2-carboxylic acid 
mp 229-230© C. 

25 1- (4-Carboxynaphth-l-ylmethyl) -3- (3, 4- 

methylenedloxyphenyl) indole-2-carboxyllc acid 
mp 130© C. 

1- (2 •-Carboxybiphen-4-ylmethyl) -3- (3^ 4- 
30 methylenedioxyphenyl) indole-2-carboxylic acid 
mp 147© C. 

EXAMPLE 20 



35 Formulations for pharmaceutical use 

incorporating compounds of the present invention can be 
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15 



prepared in various forms and with numerous excipients. 
Examples of such formulations are given below* 

Inhalant Formulat-inn 

A compound of formula I, (1 mg to 100 mg) is 
aerosolized from a metered dose inhaler to deliver the 
desired amount of drug per use. 

Tablet s /InarQdig»nt-.g Per Tablg^-h 

1. Active ingredient 40 mg 
(Cpd of Form. I) 

2. Corn Starch 20 mg 

3. Alginic acid 20 mg 

4 . Sodium alginate 20 mg 

20 5. Mg stearate i . 3 mg 

2.3 mg 

PrQrftdi]rf=^ fQr tablets; 

step 1 Blend ingredients No. 1, No. 2, No. 3 and 
25 No. 4 In a suitable mixer /blender . 

Step 2 Add sufficient water portion-wise to the blend 
from Step 1 with careful mixing after each 
addition. Such additions of water and mixing 
until the mass is of a consistency to permit 
30 its converion to wet granules. 

Step 3 The wet mass is converted to granules by 

passing it through an oscillating granulator 
using a No. 8 mesh (2.38 mm) screen. 
Step 4 The wet granules are then dried in an oven at 
35 140'»F (60'C) until dry. 

Step 5 The dry granules are lubricated with 

ingredient No. 5. 
Step 6 The lubricated granules are compressed on a 
suitable tablet press. 
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A pharmaceutical composition for parenteral 
administration is prepared by dissolving an appropriate 
amount of a compound of formula I in polyethylene glycol 
5 with heating. This solution is then diluted with water 
for injections Ph Eur* (to 100 ml) • The solution is then 
steriled by filtration through a 0.22 micron membrane 
filter and sealed in sterile containers. 



10 
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wherein : 



41- 



1. A compound of the formula (I) 




Rl is -X(CH2)nAr or -X(CH2)nR8 or 



R4 R5 
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(I) 



(c) ; 



R2 Is hydrogen^ Ar or (c) ; 
15 Pi is -X{CH2)nR8'' 

P2 is -X(CH2)nR8' or -XR9Y; 

R3 and R5 are independently hydrogen^ ^11/ OH, Ci- 
Salkoxy, S(0)qRii, N(R6)2^ Br, F, I, CI, CF3, NHCORg, -R11CO2R7/ 
-XRg-y, XY or -X(CH2)n^8 wherein the methylene groups of - 
20 X(CH2)n^8 unsubstituted or substituted by one or more - 

(CH2)n^^ groups; 

R4 is hydrogen, Ar, Rn^ OH, Ci-.5alkoxy, 
S(0)qRii,N(Re)2/ -X{Rii), Br, F, CI or NHCOR5 wherein the Ci- 
5alkoxy may be unsubstituted or substituted by OH, methoxy or 
25 halogen; 

Rg is independently hydrogen or Ci-4alkyl; 
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R7 is independently hydrogen, Ci-galkyl or {CH2)nAr/ 

Rg is hydrogen, ^n, CO2R7, CO2C (R7) 2O (CO) XR7, - 
N(R7)S02R7# P03(R7)2; SO2NR7R11, CONR7SO2R1I/ SO3R7SO2R7/ SO3R7, 
SO2R7/ P(0)(OR7)R7, CN, -C(0)N(R6)2/ tetrazole or ORs; 

Rg is Ci»ioalkylf C2-ioalkenyl or phenyl all of which 
may be unsubstituted or siabstituted by one or more OH, N{Rg)2f 
COOH, halogen or XCi^salkyl; 

RlO is R3 or R4; 

Kll is Ci«8^1kyl, C2-8alkenyl, C2-8alkynyl all of which 
may be unsubstituted or substituted by one or more OH, CH2OH, 
N(R6)2 or halogen; 

X is (CH2)nr O, NRg or S (O) q; 

Y is CH3 or X(CH2)nAr; 

Ar is: 




(a) (b) 



naphthyl, indolyl, pyridyl, thienyl, oxazolidinyl, 
oxazolyl, thiazolyl, isothiazolyl, pyrazolyl, triazolyl, 
tetrazolyl, imidazolyl, imidazolidinyl, thiazolidinyl, 
isoxazolyl, oxadiazolyl, thiadiazolyl, morpholinyl, piperidinyl, 
piperazinyl, pyrrolyl, or pyrimidyl; all of which may be 
unsubsti- 
tuted or substituted by one or more R3 or R4 groups; 

A is C=0, or (C(R6)2)ni' 

B is -CH2- or -0-; 

q is zero, one or two; 

n is an integer from 0 to six; 

m is 1, 2 or 3; 
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and the dotted line indicates the optional presence of a double 
bond; or a pharmaceutically acceptable salt thereof; provided 
that when the optional double bond is present there is no or 
RlQ and further provided that X is not oxygen for R^. 

2. A compound of Claim 1 wherein is X(CH2)nAr, 
dihydrobenzofuranyl^ benzodioxanyl, cyclohexyl, or Ci-.4alkyl and 
R is (a), (b) or pyridyl; R2 is (a), (b) , Ci-^alkyl, indolyl or 
hydrogen; R3 and R5 are independently hydrogen, OH, Ci_5alkoxy, 
halogen, -0Ci-4alkyl phenyl, R11CO2R7/ Ci-4alkyl, N(R6)2/ 
NH(C0)CH3, "X(CH2)nR8/ Phenyl or S (0)pCi_5alkyl; R4 is hydrogen, 
OH, Ci^salkoxy, halogen, Ci-4alkyl, N(R6)2/ NH(C0)CH3 S(0)pCi- 
salkyl; and P2 are independently hydrogen, CO2H or tetrazole; 
and X is (CH2)n or oxygen. 

3. A compound of Claim 2 wherein R3 is hydrogen 
or -X(CH2)nR8' R11CO2R7; R4 and R5 are independently hydrogen, 
OH, Ci_5alkoxy, SCi-5alkyl, Br, Ci-3alkyl or NH2. 

4. A compound of Claim 3 wherein is (b) and 
R2 is (a) or (b) ; A is CH2, B is -0-; there is an optional double 
bond; R3 is hydrogen, X(CH2)qC00H or CH=CHC02H, R4 is hydrogen, 
or Ci-2^1^oxy' si^^ ^5/ ^10 ^2 hydrogen. 

5. A compound of Claim 1 selected from the group 

consisting of: 

1- (3, 4-Methylenedioxybenzyl) -3- (4-methoxyphenyl) indole-2- 
carboxylic acid; 

1- (2-Chloro-4, 5-methylenedioxybenzyl) -3- (4-methoxyphenyl) indole- 

2- carboxylic acid; 
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3- (3, 4-Methylenedioxyphenyl) -1- (4-inethoxybenzyl) indole-2- 
carboxylic acid; 

3- (2-Carboxyinethoxy-4-methoxyphenyl> -1- {2-chloro-4r 5- 
5 methylenedloxybenzyl) indole-2-carboxylic acid; 

5-Benzyloxy-l- (2-carboxyiiiethoxy-4-inethoxyben2yl) -3- (3, 4- 
methylenedioxyphenyl) indole-2-carboxylic acid; 

10 1- {2-Carboxymethoxy-4-methoxybenzyl) -5-hydroxy-3- (3, 4- 
methylenedioxyphenyl) indole-2-carboxylic acid; 

1- (2-Carboxyxnethoxy-4-methoxyben2yl) -3- {3, 4- 

methylenedioxyphenyl) -5- (prop-l-yloxy) indole-2-carboxylic acid; 

15 

5-Carboxymethoxy-l- (2-carboxymethoxy-4-methoxybenzyl) -3- (3, 4- 
methylenedioxyphenyl) indole-2-carboxylic acid; 

1- (2-Carboxymethoxy-4-methoxybenzyl) -3- (3,4- 
20 methylenedioxyphenyl) indole-2-carboxylic acid; 

4- [1- [2-Carboxy~3- (3, 4 -methylenedioxyphenyl) indolyl] ] -4- (4- 
methoxyphenyl) butyric acid. 

25 6. A pharmaceutical composition comprising a 

sufficient amount of a compound of Claim 1 and a pharmaceutically 
acceptable carrier. 

7. A method of antagonizing endothelin receptors 
30 which comprises administering to a subject in need thereof, an 

effective amount to antagonize endothelin receptors of a compound 
of Claim 1. 
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8. A method of treating hypertension which 
comprises administering to a subject in need thereof an effective 
amount of a compound of Claim 1. 

9. A method of treating renal failure which 
comprises administering to a subject in need thereof ^ an 
effective amount of a compound of Claim 1. 

10. A method of treating cerebrovascular disease 
which comprises administering to a subject in need thereof, an 
effective amount of a compound of 

Claim 1. 



INTERNATIONAL SEARCH REPORT 



imeniatioiwl a|i^ieatioii No. 

PCTAJS93/12435 



A. CLASSinCATION OF SUBJECT MATTER 
IPC(5) :A61K 31/40, 3U4QS; C07D 209/12, 209/22, 405/10, 405/14 
USCL :514/414. 419; 548/454, 492 

According to Inteniatioiua PMcot Classification (IPC) or to both national classification and IPC 



FIELDS SEARCHED 



I acBrohnrt (classification system followed by dassificatkni symbols) 

U.S. : 514/414, 419; 548/454, 492 



Documeatstion scardicd other than I 



I documeiitatton to the cattcntthatsttc^ikM^imcntsaic included 



Electxtniie data base 
CAS Online 



ronsuhed during the imemational search (name of data base and. 



tenns used) 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Cstcgory* 



Citation of document, with indication, where appropriate* of the relevant 



Relevant to cUdm No. 



Y 
Y 



US. A, 4,822.375 (Lang et al) 18 April 1989, see formula I. 

US, A, 4,924,004 (Ohiendorf et al) 08 May 1990, see 
formula I. 

US, A, 5,013,732 (Bell) 07 May 1991, see entire document. 



1-3 
1 

1 



n Ptutho- documents are listed in the continuation of Box C. |^ See patent fiunity 



Sfdal rnrfOf i B i of ched ilnnswnli : 
iriHfwMrtifiniimhfcgiBfiiliiHi aflheH 



•r 



•o* 



liih Iba publintieo ^ 



t of pwticubr nlmoce; Ibe chimed invmiao c 
vcl or flBonot be oomklcm i lo iovotve ta nva 
wfaca the ilonmnt h mkm akme 

doriwwTn of pwtkulu- idevMce; Ac duned nvcotian c 



I be 



pi*lhhB d p ri o r IP lU iittmirtinml filing date biakter am 
ydaisckaifld 



rofttea 



Date of the actual completion of the international search 
10 FEBRUARY 1994 



Date of mailing of the intemational search 

21 MAR 1994 




Na me an d mailing address of the ISA/US 
Co n wniiwi o c e r of taesu and Trademarlu 
Box PCT 

Waifai^gum, D.C. 20231 
Facsimile No. 703-305-3230 



Fonn PCT/ISA/210 (second sheetKJuly 1992)* 



Authorized oflicer 

JACQUELINE HALEY 
Telephone No. a03) 308>123S 



INTERNATIONAL SEARCH REPORT 



lotenutioiial ^>plicatioa No. 
PCrAJSW/12435 



Box I ObscrvatioBS where cerUin claims were found unsearchable (Continuation of item 1 of first sheet) 



Ihis mteinational icpoit has not been wttnhlished in respect of oeitain claims under Aiticle 17(2Xa) for the folbwiz^ reasons: 
1. Claims Noi.: 

because tliey relate to subject matter not required to be searched by this Authority, namely: 



2. [~| Claims Nos.: 

because they relate to pans of the international application that do not comply with the prescribed i cyi ir ements to such 
an eitent that no meaningful inteniational search can be earned out, specifically: 



3. Q Claims Nos.: 

because th^ are dq)endent claims and arc iwt diailed in accordance wkh the seocnd and third seitf e nce s of Rule 6.4(a). 



Box II Ohscrrations where unity of inTcntion is i^^i^g^ (Continuatkm of kcm 2 of lint ahect) 



This Intnnational Searching Authority found multiple inventions in this international application, as fbUowi: 
(Telephone Prsctioe) 

I. Claims 1-7, drawn lo compounds, compositions and method of antagonizing endothelin feoq>ton, cUss 514, subclass 414 

H. Chum 8, drawn to method of treating hypertension, class S14, subchss 414. 

m. Chum 9, drawn to method of treating renal fiulure, class 514, subclass 414. 

IV. Claim 10, drawn to method of treating ocKbrovascular disease, class 514, subclass 414. 

The clainu herein lack unity of invention under PCT Rule 13.1-13.4 since the multiple methods of use cUimed herein are not 
deemed to form a single general inventive oonc^. The methods are distinct, one does not require another for utility, and th« 

1. 1^ As eU required additional search were timely paid by the applicant, this intenuuio^ 



2. Q As all searchable claims could be searched iRdthout effort justifying an 
of any additional fee. 

3. Q As only some ofthe required addhional search fees were timdy paid by the applicant, thtf 
only those claims for which fees were paid, specifically claims Nos.: 



^' required additional seareh fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

1-7 



Remark on Protest [ ( The additional search fees were accompanied by the applicant's protest 

I 1 No pretest accompanied the payment of additional seareh fees. 



Fonn PCT/iSA/210 (continuatk)n of first sheet(l))(July 1992)* 



